DQ-LTR13 modifies Type 1 diabetes (IDDM) susceptibility on high risk DQ haplotypes: reply to the comments of Pascual et al.
Letters
To the Editor: Although we refer to Pascual's study in our original paper [1] , these authors like to reiterate their earlier conclusion that DQ-LTR13 is not associated with "autoimmunity" [2] . However the two studies are completely different and therefore not comparable.
Pascual et al. [3] analysed 145 patients with rheumatoid arthritis (RA), 200 healthy controls and 42 selected homozygous cell lines. In contrast we investigated 284 complete families comprising of both parents and at least one child affected by Type 1 diabetes (IDDM) which enabled us to analyse the segregation of 1136 haplotypes with DQ-LTR13, DQA1 and DQB1 alleles and their transmission to patients [1] . Thus our data quality is completely different in comparison to Pascual's study of unrelated individuals which does not allow the assignment of linkage between DQ-LTR13 and DQ in heterozygous individuals. Furthermore we addressed IDDM in Germany and Belgium, whereas Pascual et al studied RA in Spain. Although Pascual et al announce the importance of family studies in their original contribution, they have not obtained any additional data so far. We can therefore only encourage them to carry out transmission distortion tests (TDT) in trio families because only the complete assignment of parental co-transmission or non-transmission can answer the question of an independent DQ-LTR13 association with a complex disease such as RA.
We confirm our results leading to the conclusion that DQ-LTR13 is an "additional and independent genetic risk marker" in IDDM. The combined transmission of DQ-LTR13
Observations
Compensatory hypochloraemic alkalosis in diabetic ketoacidosis fects on cardiac, respiratory and metabolic function [1] . The only known compensatory response to metabolic acidosis in DKA is hyperventilation with consecutive respiratory alkalosis [1] .
The effect of chloride on acid-base state has been known for many years. Hyperchloraemia and hypochloraemia cause metabolic acidosis and metabolic alkalosis, respectively [2, 3] . Recent research indicates that changes in chloride play an important role in the compensation of lactic acidosis [4] . Although chloride concentrations are frequently decreased in DKA, it is not known, whether these changes play a role in the acid-base state in this entity. The aim of this study was to investigate the effect of hypochloraemic alkalosis on acid-base state of patients with DKA.
A total of 21 patients with DKA (11 women, 10 men, 44±16 years) admitted to the emergency department of a primary care hospital were studied. Fluid, insulin or bicarbonate had not been administered before the investigation. Of these patients, four had new onset diabetes and 17 patients had known insulin-dependent diabetes. DKA was triggered by inadequate insulin dose in three patients, by infection in nine patients and by unknown cause in nine patients. Arterial blood samples were collected from an indwelling arterial catheter and laboratory parameters were measured immediately after drawing. The pH was ≤7.3 or serum bicarbonate ≤15 mmol/l and ketonuria and glucosuria were present in all patients. The ten healthy control subjects consisted of five women and five men with a mean age of 39±12 years.
Acid-base state was assessed using a physical-chemical analysis, which is based on the electroneutrality of plasma. tended to the DQ-LTR13 integration, where we also find a contribution of DQ-LTR13 to RA susceptibility in DQ8-positive individuals. Furthermore we recently published that patients with Addison's disease-another HLA DQ8-associated autoimmune disease of the adrenals which may occur in combination with Type 1 diabetes as part of the autoimmune pluriglandular syndrome Type 2-have more often the DQ8-DQ-LTR13 combination in contrast to the DQ-LTR3 insertion. Although both DQ-LTR3 and DQ-LTR13 are linked to DQ8, DQ-LTR13 enhances the risk for Addison's disease [7] .
Whether DQ-LTR13 has a functional significance or not is currently under investigation. Preliminary data indicate that DQ-LTR13 harbours regulatory capacity and shows functional activity of an upstream element as revealed by analyses of nuclear initiation of mRNA transcription and steady state cytoplasmic mRNA levels. The further elucidation of this retroviral insertion in the most important IDDM susceptibility haplotype is an important issue.
